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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
", National Human Genome Research Institute 10 Center Drive — MSC 1851
i National Institutes of Health Building 10, Room 10C103
and Bethesda, Maryland 20892-1851

Office of Rare Diseases
National Institutes of Health

Undiagnosed Diseases 'Program

Dear Patient:

Thank you for your interest in the Undiagnosed Diseases Program at the National Institutes of Health
(NIH). Participants accepted into this program will be part of a clinical research study aimed at answering
questions about medical conditions that have eluded diagnosis. We hope to advance medical knowledge
in ways that can help improve health care for everyone. The study will be conducted at the NIH Clinical

" Center in Bethesda, Maryland.

Please discuss your participation in this program with your primary health-care provider. Important
considerations include: :

e This is a pilot program with strict eligibility requirements.

e Many cases accepted will NOT result in a diagnosis.

s Areferral by a health-care provider is required.

e The provider who refers you will be asked to provide your medical information.

» NIH will communicate the decision on accepting your case for evaluation in writing to you and
your referring health-care provider.

o If your case is accepted for NIH evaluation, NIH will provide information from the evaluation to
you and to your health-care provider.

¢ Your health-care provider will be responsible for your medical care after you have been evaiuated
at the NIH.

Details about the information needed from your referring physician are on the attached letter. Please
insert information where requested and give the Information Sheet for Referring Health-Care Providers to

your provider.

NIH program staff will notify you by mail when the information from your provider has been received.
Once all materials are received, NIH review is expected to take about six to eight weeks. We plan to invite
50 to 100 patient participants to NIH annually for thorough evaluation and consultation at the NIH Clinical
Center.

Again, thank you for your interest in this new NIH program. Medical advances depend on individuals like
you who volunteer as partners in medical discovery. More information about this new program is on line
at http://rarediseases.info.nih.gov/Undiagnosed.

The Undiagnosed Diseases Program Team
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§ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
5 (
"’o,," National Human Genome Research Institute 10 Center Drive — MSC 1851
a National Institutes of Health Building 10, Room 10C103
and Bethesda, Maryland 20892-1851

Office of Rare Diseases
National Institutes of Health

Undiagnosed Diseases Program

Information for Referring Health-Care Providers

Dear Doctor:

Your patient has contacted the Undiagnosed Diseases
Program at the National Institutes of Health about participating in this program. Patient participants will be
evaluated using the unique combination of scientific and medical expertise and resources at the NIH
Clinical Center in Bethesda, Maryland. Participants must have a condition that has not been diagnosed
following a thorough medical evaluation.

There is a stringent referral and review process. If your patient’s case is accepted for NIH evaluation, NIH
will provide information from the evaluation to you and to your patient. You will be responsible for your
patient’s follow up medical care.

The following information is needed to determine your patient’s eligibility:

1. Verification that this patient has a primary health-care provider who will provide ongoing consultation to
the NIH team and appropriate follow-up care for the patient if accepted into the NIH clinical research
protocol.

2. A summary letter from you describing your patient’s pertinent medical information, including
» When the undiagnosed condition was first noted;
» How it presented;
* The patient’s current medical status;
« Treatments/medications tried and their effects.

3. Copies of reports and results of pertinent diagnostic tests, along with X-rays, MRI results, and other
imaging records/studies.

4. Your office address, phone numbers and email address.
5. Your patient’'s mailing address.

Please mail the information and records to: National Institutes of Health
National Human Genome Research Institute
Undiagnosed Diseases Program Team
10 Center Drive - MSC 1851
Building 10, Room 10C103
Bethesda, Maryland 20892-1851

Once all materials have been received, notification of receipt will be sent to the patient. NIH review is
expected to take about six to eight weeks. If your patient is eligible for an existing NIH Clinical Center
protocol, he or she will be considered for that protocol. Those applicants who are not eligible for existing
protocols will be considered for the general protocol of the Undiagnosed Diseases Program. We plan to
invite 50 to 100 patient participants to NIH annually for thorough evaluation and consultation at the NIH
Clinical Center under the Undiagnosed Diseases Program protocol. Once a decision has been made you
will be notified within a week.

More information about this program is available online at http://rarediseases.info.nih.gov/Undiagnosed.

Thank you for considering this opportunity to consult with the NIH on your patient. We appreciate your
commitment to providing the best possible care for your patients in ways that help advance medical
knowledge and discovery.

NIH Undiagnosed Diseases Program Team
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INITIAL INVESTIGATION AND MANAGEMENT OF
OUTBREAKS AND INCIDENTS OF UNUSUAL
ILLNESSES

A Guide for Health Professionals

with particular reference to events that may be due to
chemical, biological or radiological causes, including
deliberate and accidental releases

Health Protection Agehcy
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Guidance for All Users

1. Introduction

1.1 Purpose and scope

Outbreaks and incidents of unusual illnesses might have any one of a number of causes: infectious,
chemical, nutritional, radiological or even hysterical. In a few mstances the release of chemical,
biological or radiological agents has been intentional (see footnote) The aetiological agent may
remain undetermined, and there is also the possibility of new and emerging conditions.

Unusual illness incidents may present as single or multiple cases of unexplained disease or syndrome
with atypical signs or symptoms especially if accompanied by high morbidity or mortality (see
checklist 1).

This document is intended as an aid to decision making for health professionals and other health
protection personnel who may be involved in the initial investigation, management and response to
cases of unusual illness. It also aims to assist in making a judgement about whether an outbreak or
incident is due to natural or accidental cause or deliberate release.

The document cannot cover all possible eventualities, nor is it intended to be a comprehensive guide.
However, prompt appropriate actions are likely to be crucial and this guidance aims to ensure that all
health professionals and other health protection personnel involved are confident about initial
decisions and actions.

1.2 Intended audience
This document is aimed at clinicians who might be the first to detect cases of unusual iliness, as well

as laboratory personnel and other staff responsible for health protection:
e ambulance services

hospital clinicians

emergency departments

general practitioners

occupational health services

histopathologists

anatomical pathology technologists

local laboratories

public health professionals

It is set out so that users from different fields can readily identify the guidance that specifically applies
to them, but can also appreciate the larger context within which that specific guidance operates.

1.3 How to use this document

All users are recommended to read the general guidance (section 2) first. This section deals with
information which is pertinent to all health protection personnel, but which is not duplicated in the
specific guidance for different groups of professionals. Readers from different specialities will then find
specific guidance for their role in the relevant dedicated section. For ease of use this document is also
available as a separate sub-document for each profession.

This document will focus on chemical, biological and radiological incidents. Nuclear incidents have
been excluded because a deliberate release of this type would be immediately apparent with no doubt
as to aetiology. Radiological includes all other events involving radiation, including ‘dirty bombs’, all
these are covered by this document.
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GENERAL GUIDANCE FOR ALL USERS
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Guidance for All Users

2. General guidance for all users

2.1 Definitions

Unusual illness may be in/ of:

(a) patients presenting with signs or symptoms which do not fit any recognisable clinical picture, or

(b) known cause but not usually expected to occur in the UK or in the setting where it has been
observed, or

(c) known cause that does not behave as expected e.g. failure to respond to standard therapy, or

(d) unknown cause or undiagnosed illness (see also Protocol for the investigation of microbiologically
unexplained serious iliness and death available at:
http://www.hpa.org.uk/infections/topics _az/deliberate release/Unknown/Unknown Agent Protocol

s.pdf)

An outbreak is said to occur where:

o the number of cases observed is greater than the number expected over a given time period, or

e two or more cases are linked by epidemiological, toxicological, microbiological, or radiological
features

Clearly one case of a serious unusual iliness (e.g. inhalational anthrax) is of concern for public health

but since this cannot be technically termed an outbreak it is instead referred to as an incident.

Although an outbreak or incident of unusual illness may be the result of natural or accidental
processes, the possibility that it may be due to a deliberate release of a harmful agent must always
be remembered; this may or may not have had malign intent. A deliberate or accidental release may
be overt, where it is immediately apparent that a release has occurred, although the precise content
of the release may not be clear. However, a release may also be covert, with the first indication being
the presentation of people with unusual iliness. Health professionals have a crucial role to play in the
identification of such covert releases. Unrecognised syndromes may also be due to new or emerging
conditions. If you are considering deliberate release remember the need for forensic chain-of-
evidence.

Acute incidents - recognition occurs rapidly after the event, often within minutes to hours.
Delayed incidents - presentation of affected persons is delayed by hours, days or even weeks.

2.2 Critical factors in the initial response

Before any response can be mounted, the event has to be detected, recognised and then identified as

requiring special action. Detection requires clinical awareness, timely surveillance and intelligence.

The critical factors in responding to outbreaks or incidents of unusual illness are:

e recognising that support may be needed to declare both the need for an initial response, and
whether this is in fact an incident

 a high level of awareness of the possible occurrence of such outbreaks/ incidents, including those
due to deliberate or accidental release

o immediate consideration of issues of patient decontamination and containment and staff safety
when cases occur

e early expert clinical assessment of patients - to consider the most likely cause before
epidemiological and test results become available and to institute rapid relevant investigations and
management
SEEK ADVICE EARLY - the HPA will find the relevant expert for you

o effective communication between dlfferent sectors of the health service and other relevant
agencies

« effective co-ordination of the response by an overall incident management lead

2.3 Emergency clinical situation algorithm - Initial analysis of outbreaks and incidents
Although definitive diagnosis of an unusual illness will usually require laboratory confirmation, clinical
management should be based on the steps in the emergency clinical situation algorithm (figure 1).
The roles of the health professionals are further clarified in the relevant sections of this document.
Contact details for health professionals to seek expert advice are given in appendix 1.

Initial clues to the cause of an unusual illness come from three main pieces of information:

o case detection or the way in which cases came to light - an outbreak or incident of unusual illness
may be detected in several different ways and the means of detection may itself give clues as to
likely cause
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